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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claimg: 

1.-16. (canceled) 

1 7.(currently amended) A method of screening an individual for predisposition for d etecting 
a variant gene hav i n g a polymor^ i gm - asgociated with-reduccd metabolism of ^substrate 
seleoted r fr e m the group - con s isting -of a CYP3A4 substrate^ a CYP3 A5 substrate and-a 
GSTM - 1 ■ substrate - in - an4adiv«fe £d, said method comprising: 

— - (a) obtaining a nuoloio acid sampl e compri s ing - a - gen fr- feolated from gaid hidividual r9 aid - gen e 
selected from the gro tt p H sen gjst fflg - of a "CYP3A 4 "g9ne r ft-€ ¥?3A5 gene and a GSTM1 gone; 

UUU) 

Art - d e tecting determining t he presence or absenc e , in the individual of one or both of - in-said 
individual of ap e lymoiphism geleertod - frem the group consisting of 

(i) a s ubstitution of a G nucleotid e- for - an-A-rm&laotide-at position -392 of the promoter of 
s9*dr&£YP3 A4 gene with respect to the start codon of said CYP3 A4 gene , wh e r e in the 
presence of said sub s titution io associated witlif e du€ ed- Q¥P5A 4 ^ubstrat e m e tabolism^ ang 

(ii) a - substitution of a O nuolecrti ete f or an A nacl e otid e-at gj>osition ^l 4 7 of the - promot e g - af 
paid C YP3A5 gono correaponding to nucleotide 1 037 in SpO ID NO :4 i - - wh e r e in th e pr e s e nce 
of said substitution is associated with reduced C¥P5Ag -e tri^tetto - metaboli 9 m: ^ and 

(iii) a GSTM1 - null - mutation , wherein the picgono e -of s aid - GSTMl null mutation i s 
associated with reduced GgTMl sub s trate m e tabolism. - 

identifying the individual as, having a predisposition for reduced metabolism of the 
CYP3A4 substrate or the CYP3 AS substr ate if one or both of the Q at p osition -392 of the 
promoter of the CYP3 A4 gene with respect to the start codon of the CYP3 A4 gene and the G 
at a position correspo nding to nucleotide 1037 in SEP ID NQ :4_are determined to be present 
the in4ffl4u4, 
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1 8, (currently amended) The method of Claim 1 7, wherein-said m e thod - fturthep detenrnninq 

comprises, fefrsa i ndhiduai having one of paid nuc tei enag i d - s e qu e nc e sv determining whether 
said individual is homozygous or heterozygous for the polymoipbignfc p ne or both of the G at 
positioa^392 of the promoter of the CYP3A4 pene with respect to the start codon of the 
CYP3A4 gene and the Q at a position corresponding to nucleotide 1037 in SEQ JDJjQA 

19. -21. (canceled) 

22. (currently amended) The method of Claim 1 7, wherein s aid geno is a CYP3A4-gen e -and 

wherein s a i d the CYP3A4 substrate is Detected from the group consisting of 
cyc l opho s phamide and BCN U a nitrogen mustard or BCNU and the CYP3A5 substrate is a 
nitrogen mustard or BCNU . 

23. -24. (canceled) 

25.(currently amended) A method for selecting a treatment for a cancer patient, said method 
comprising: 

cu obtoining - a -f iueleioacid sample comprisin g a ge n e isolated from quid individual, said 
ge n s-se l e ct e d from th e group - consi s t i ng of a CYF3 A4 gene, a - G¥F3Ag - g e ne and a GSTM1 
genoj 

b r ^ e t e otrng y determining t he presence or absence in the cancer pafleni of qne or more of 4 a 
oaid r ii^dividual of apQl>Tnorphigm se l ect e d fe a a^ e ffiottp - e*^ 

(i) a subatitution - of -a G R mlootids f o r a n A nucl e otid e at position -392 of the promoter of 
said-a_CYP3 A4 gene with respect to the start codon of said-the CYP3A4 gene , wh e rein the 
pr e s e nc e- o^ ^aid-g^b i3titution io associat e d with reduced CYP3 A 4 substrate m e ta bolism^ 

„(ii) a substitution o £a G nucleotide fof - an - A nucl e otid e at ajositio n - 1 4 7 of the promoter - of 
3aid-€¥P3A5 g e n e corresponding to qucleptide 1037 in SEP ID NO:4; wh e r ein- th e -prea e n ee 
a iNa &fiubstitution is associated with reduc e d CYP3 AS 5ubstmte - m e t a bolism; i and 

#ii)-a GSTM1 null mutationr^vhegekHh e^ is 
associated with - r e duc e d GSTM1 subo fe^e-metebefem; and 

c. s e l e cting a caneofr - fr e atea e flt 
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selecting a treatment selected from the group consisting oft r e pime that do e s not i nefede 
admini stratio n of an-anti-oancer agen t sel e cted firom - th e- group consisting - of 
iyolophogpkgai d e ^d ^G^ - if - on e or more of a aid pol y morphisms are proaont 

a treatment that does not comprise administration of an arftl-cancer prodrug metabolized to 
the active drug bv CYP3A4 or CYP3A5 if one or both of the G at position -392 of the 
promoter of the CYP3A4 gene with respect to the start codon of the CYP3A4 gene or the G 
at a position corresponding to nucleotide 1037 in SEP ID NO:4 T is determined to be present 
in the cancer patient: 

a treatment that comprises administration of an anticancer prodrug metabolized to the 
active drug bv CYP3A4 or CYP3A5 if one or both of the G at position »392 of the promoter 
of the CYP3A4 gene vyith respect to the start codon of the CYP3A4 gene or the G at a 
position corresponding to nucleotide 10 37 in SEP ID NO:4, is determined to be absent in the 
cancer patient: 

a treatment that does not comprise administration of an anticancer drug yhich is an 
alkylating agent metabolized bv GSTM1 if the GSTM1 null mutation is determined to be 
. absent in the cancer patient: 

q treatment that comprises administration of an anticancer drug which is alkylating agent 
metabolized bv QSTM1 if the GSTMl null mutation is determined to be present in the cancer 

gate;, 

a treatment that comprises ^piini ac tion of a higher than conventional dose of an anti- 
cancer prodrug metabolized to the active drug bv CY P3A4 or CYP3A5 If one or both of the 
G at position -392 of the p romoter of the CYP3A4 gene with r es pect to the start codon of the 
CYP3A4 gene or the G at a position corresp onding to n ucleotide 1037 in SEP ID NP:4. is 
determined to b e present in the cancer patient: 

a treatment that comprises administration of a conventional dose of an anti-cancer prodrug 
metabolized to the active drug bv CYP3A4 or CYf3A5 if one or both of the Q at position - 
392 of the promoter of the CYP3A4 g ene with respect to the start codon of the CYP3A4 gene 
fiEJfcg G at a position correspo ndin g to nucleotide 1037 in SEP ID NP:4. is determined to be 
absent in the cancer patient; 

ajaeatment that comprises administration of a higher than conventiojD^liioae_of an 
anticancer drug which is a n alkylating agent metaboli zed bv 09TM1 if the GSTMl null 
mutation lp ^epvilt ied to be absent in the cancer patient: and 
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• a treatment th at comprises administration of a convent ional dose of an anticancer drug 
whfeJiis an alkylating agent metabolized by G3TM1 if the GSTM1 null mutation is 
determined to be present in the cancer patient 

26, (currently amended) The method of Claim 25, wherein said m e th o d f urther - determining 

comprises, fogs^dividual having one of said pol^orplii^^ determimjig whether said 
individiuJ t he cancer patient is homozygous or heterozygous for the p ol ymorphism one or 
more of the G at position -392 of the promoter of the CYP3A4 pene with respect to the start 
codon of the CY P3A4 gene, the G ftt a positi on corresponding to nucle otide 1037 in SEP ID 
NO:4. and the GSTM 1 null mutation. 

27, -29. (canceled) 
30.-34. (canceled) 

35. (new) The method of claim 17, wherein the determining comprises 

obtaining a genomic DNA sample from the individual; and 

performing a PCR amplification reaction on the sample using one or both of PGR primer 
pairs (a) SEQ ID NO: 1 7 and SEQ ID NO:18 or (b) SEQ ID NO:21 and SEQ ID NO:22. 

36. (new) The method of claim 22, wherein the CYP3A4 substrate is the nitrogen mustard and the 

CYP3 A5 substrate is the nitrogen mustard. 

37. (new) The method of claim 36, wherein the nitrogen mustard is cyclophosphamide. 

38. (new) The method of claim 22, wherein the CYP3A4 substrate is BCNU and the CYP3A5 

substrate is BCNU* 

39. (new) The method of 25, wherein the anti-cancer prodrug is a nitrogen mustard. 

40. (new) The method of 39, wherein the nitrogen mustard is cyclophosphamide. 
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41. (new) The method of 25, wherein the alkylating agent is a nitrosourea, a nitrogen mustard or 

cisplatin. 

42. (new) The method of 41, wherein the nitrosourea is BCNU. 

43. (new) The method of claim 25, wherein the determining comprises 

obtaining a genomic DNA sample from the cancer patient; and 

performing a PGR amplification reaction on the sample using one or more of PGR primer 
pairs: (a) SEQ ED NO: 17 and SEQ ID NO: 1 8; (b) SEQ JD NO:21 and SEQ ID NO:22; or (c) 
SEQ ID NO:23 and SEQ ID NO:24. 

44. (new) The method of claim 25, the method comprising determining the presence or absence in 

the cancer patient of each of 

the G at position -392 of the promoter of a CYP3A4 gene with respect to the start codon of 
thoCYP3A4gene; 

the G at a position corresponding to nucleotide 1037 in SEQ ID NO:4; and 

the GSTM1 null mutation. 
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